Proceedings of the Royal Society of Medticine 26 health good, but gets "aching of thighs". Intelligence good. Proportions those of a patient with achondroplasia: trunk and head of normal size with short limbs and waddling gait. Shape of chest normal. Costochondral junctions and epiphyses at wrist enlarged. Femora. bowed, convexity forwards, coxa va-ra present. Left lower limb shorter than right by half inch. Teeth: slight hypoplasia, some stoppings.
Radiograms: Bones well calcified and rickets healed fully. The "island" of deficient calcification in the shaft of the right radius which has 'been present since the age of 6 years is now very much smaller.
Comment.-Since Albright and his colleagues published in 1937 their description of the cure of a boy with rickets resistant to vitamin D therapy with heroic dosage of vitamin D (their maximum dosage was 14 million units daily), there must have been many cases treated with enormous doses, though not very many have been published. Highman and Hamilton in the previous year came near to discovering how to cure cases of this type when they showed the beneficial effect of 100 drips of viosterol daily. The nature of the inherited defect causing rickets in these cases is not known. It has been shown that, as in ordinary rickets, there is hyperplasia of the parathyroids, a low level of inorganic phosphorus in the serum and diminished output of calcium and of phosphorous in the urine in the active phase, and under treatment with massive doses of vitamin D, Eliot and Park (1944) have shown that the vitamin D in the blood reaches extraordinarily high levels. One point that is brought out clearly by our case is the fluctuation in the need of vitamin D: a dosage bringing about rapid cure at one stage may prove insufficient at another, and perhaps more serious, a dose that has been well tolerated for as long as fifteen months may suddenly cause toxic symptoms necessitating immediate stopping of the drug. I suggest that everyone advising this massive therapy should be alive to this danger and children so treated should be examined at regular intervals and that mothers should be told to stop the drug if toxic symptoms develop. J. L. has required progressively smaller doses since puberty. and perhaps when she ceases to grow she may not require further treatment. The Council of Pharmacy and Chemistry in the United States (1943) has issued a warning that operative procedures to correct deformities in children under massive dosage may precipitate toxic symptoms; it seems that immobilization from any cause may induce hypercalcaemia (Eliot and Park, 1944) .
J. L. and her brother and S. W. are examples of differing grades of the disease-B. L. very mild, S. W. extremely severe. The extraordinary "moth-eaten" appearance of the shafts -of the bones of S. W. when first seen made one consider renal rickets. J. L. and her father and S. W. all show some bone change other than the rachitic lesions; and each has one leg slightly shorter than the other, perhaps due to the rachitic lesions not being of quite equal grade in the two limlbs. I wondered whether the abnormal ossification at the lower ends of the femurs of S. W. could be attributable to overdosage of vitamin D and hypercalcaemia but the lesions do not suggest those of osteitis fibrosa with hyperparathyroidism.
Mr. H. A. T. Fairbank has shown me radiograms of school children with persistent rickets very likely of this type and several have areas of rarefaction or other -abnormalities of ossification in the long bones. Christensen (1941) says that in his cases there were, in addition to rickets, 'bone changes somewhat resembling those found in Morquio's disease. In any case both in Christensen's cases and in ours the residual lesions in the bones have gradually improved.
J. L. is at times troubled by "aching in the thighs." We should be glad of advice as to whether anything can be done to alleviate this, and whether osteotomy of the femora is indicated for S. W.
Glioma of The Optic Chiasma.-MAJOR J. MINTON. I was asked to see this patient two weeks ago with the view of removal of the right eye which became extremely proptosed. I found both eyes blind and markedly prooptosed and also deviated downwards and outwards, the right eye much more so than the left.
On 8.3.45 before the excision of the right eye I examined both fundi under an anaesthetic., The corneae and media of both eyes were clear and the fundi could be seen easily.
The fundus of the right eye.-A grey tumour, the size of the disc, was seen on the outer and upper side of the disc between nine and twelve o'clock. The tumour wa.9 about five diopters high with the vessels curving over it. The disc was grey with no sign of papilloedema.
The fundus of the left eye.-A greyish disc was seen with indefinite edges. The rest of the fundus was normal.
At operation for excision of the right eye, the oDtic nerve was found to be surrounded by a large encapsulated tumour, ovoid in outline and larger than the eyeball. The tumour was freely detached from the surrounding orbital tissue, but its posterior limits could not be defined as it seemed to be coming from the anterior cranial fossa.-
The eye with its adherent mass was removed. The specimen was sentfor microscopical examination. This is most probably a glioma of the optic chiasma which is growing through the optic foramina into both orbits. Both boys have been given the same dose of epanutin, i.e. 1 grains t.d.s. comibined with luminal. In Case 12 the first sign of hyperplasia was noticed after sixteen months under treatment. In Case 11 the exact date of onset is not known but the condition was marked after thirteen months of treatment.
This condition of hyperplasia of gums is not an uncommon accompaniment of epanutin therapy and has been reported since 1938 'by various American and British authors, the first reports coming from the U.S.A. where the drug is used under the name of Dilantin. The percentage of cases affected has been stated to be as high as 55 to 68% by different observers.
The overgrowth of gum tissue appears to be a true hyperplasia (not a hypertrophy) and as it has not occurred in edentulous patients it is thought to arise in the periodontal tissue. Characteristically the growth is of normal colour, painless, and with no tendency to bleed.
It would appear that the hyperplasia is a toxic manifestation, but it does not seem that its occurrence is directly related to the dose of drug used, the length of treatment, or the age of the patient.
Other toxic symptoms reported in cases treated with epanutin are: Nystagmus, diplopia, vertigo and ataxia, mental irritability and confusion, fatigue and apathy, nausea and vomiting, and less commonly cutaneous eruptions. So far none of these has been observed in our two patients.
The diagnosis must, of course, be made from other conditions causing generalized swelling of the gums in children, namely, chronic inflammation, usually associated with mouth-breathing; vitamin C deficiency; congenital (or hereditary) hyperplasia. The latter bears the closest resemblance clinically to epanutin hyperplasia, but it commonly occurs at the time of dentition. The other two conditions can be excluded by the absence of pain and tendency to bleed.
It has been claimed that the hyperplasia tends to disappear on withholding the drug but in view of its great advantages over luminal and other drugs in selected cases of epilepsy, this measure is rarely contemplated unless more unpleasant symptoms are present. In our two cases the question was considered and it was decided that the dramatic success obtained with epanutin in both cases fully justified continuing its administration. In this opinion we were supported by Dr. Tyler Fox of Lingfield epileptic colony where Case 11 lived for several years and where his treatment with epanutin was started.
The possibility of resection of the redundant gum tissue has also been considered and decided against, as, according to present reports, it is likely to be followed by recuirrence with increased rate of growth. Careful supervision of these cases is of course essential, and a close watch should be kept for early neurological or other toxic manifestations. Oral hygiene and regular dental supervision are no less important. Mother alive: apparently toxaemia during all pregnancies. Patient 7th child in family, 1st and 3rd siblings alive and well,but one has megalo-ureters; 2nd, 4th, 5th and 6th siblings stillborn or died in early infancy, two with sarcoma of kidneys, one with hydronephrosis (in this hospital). one cause of death unknown. (Dr. G. S. B. Phillips has kindly supplied details as to the stillborn children.) Paternal grandfather had nephrectomy for calculous pyonephrosis (see family tree).
Patient's history.-Date of birth 26.6.40. Birth-weight 8 lb. 15 oz. Good progress till 9 days old, thereafter vomiting and loss of weight. Attended Queen's Hospital for Children from 11 days old. Vomiting lasted till about 4 weeks old, gain in weight irregular till 2 months-old, thereafter and until present time general progress has been satisfactory. Fracture of left parietal bone at 11 months -old.
Patholoqical examinations.-Urine: No abnormalities found at any time, except at 11 months old when there were a few red cells and pus cells and casts on one occasion.
